Neuronal activity regulated pentraxin (Narp) is a secreted protein implicated in regulating synaptic plasticity via its association with the extracellular surface of AMPA receptors. We found robust Narp immunostaining in dorsal root ganglia (DRG) that is largely restricted to small diameter neurons, and in the superficial layers of the dorsal horn of the spinal cord. In double staining studies of DRG, we found that Narp is expressed in both IB4-and CGRPpositive neurons, markers of distinct populations of nociceptive neurons. Although a panel of standard pain behavioral assays were unaffected by Narp deletion, we found that Narp knockout mice displayed an exaggerated microglia/macrophage response in the dorsal horn of the spinal cord to sciatic nerve transection 3 days after surgery compared with wild type mice. As other members of the pentraxin family have been implicated in regulating innate immunity, these findings suggest that Narp, and perhaps other neuronal pentraxins, also regulate inflammation in the nervous system.
Introduction
Members of the pentraxin family of proteins are expressed in a variety of tissues and mediate innate immunity and inflammation (Garlanda et al., 2005; Bottazzi et al., 2006) . All members of this family share a conserved pentraxin domain but can be divided into two subgroups called "short" and "long" pentraxins, with the latter containing N-terminal extensions prior to the pentraxin domain located in their C-terminal portion. The prototypic "short" pentraxin, C-reactive protein (CRP), is an acute phase reactant which precipitates from human serum upon the addition of the C-polysaccharide of pneumococcus (Tillet and Francis, 1930, Marnell et al., 2005) . PTX3, a "long" pentraxin, was originally identified as a novel protein induced by a tumor necrosis factor in human fibroblasts and later found to be regulated by inflammatory cytokines in a number of cell types, including macrophages and dendritic cells (Lee et al., 1990; Lee et al., 1993) . Three "long" pentraxins, Narp, NP1 and NPR, are highly enriched in the nervous system, where they are selectively expressed in neurons, and are therefore referred to as neuronal pentraxins. The neuronal pentraxins are secreted at synapses, cluster AMPA receptors by binding to their extracellular surface and have been implicated in synaptic plasticity and synaptogenesis (O'Brien et al., 1999; Xu et al., 2003; Cho et al., 2008) . However, it is unclear if neuronal pentraxins also play a role in regulating immune function or if the function of this branch of the pentraxin family is restricted to regulating AMPA receptor trafficking.
Although AMPA receptors are expressed ubiquitously throughout the nervous system, individual neuronal pentraxins display highly heterogeneous patterns of expression. For example, Narp is localized selectively to dentate granule cells in the hippocampus (Reti et al., 2002b) , to the anterodorsal nucleus in the thalamus (Reti et al., 2002a) , and to a small subset of neurons in the hypothalamus, including orexin and vasopressin neurons (Reti et al., 2002c (Reti et al., , 2008a . As part of a survey of Narp expression in the nervous system, we identified Narp expression in dorsal root ganglia (DRG), where it appeared to be expressed predominantly in small diameter neurons, characteristic of primary nociceptive neurons. These neurons send axons to the dorsal horn of the spinal cord where they transmit nociceptive signals by the release of glutamate which acts on AMPA and other glutamate receptor subtypes (Nagy et al., 2004) . Enhanced AMPA receptor signaling in the spinal cord has been implicated in pain sensitization (hyperalgesia) and allodynia in which benign stimuli become painful (Tao, 2010) . Journal of Neuroimmunology 274 (2014) 86-95 
